and Russell, J. K. (1957) . Lancet, 1, 348. White, D., Haidar, G. A., and Reinhold, J. G. (1958) . Clin. Chem., 4, 211. Wild, A. E. (1961 Brit. med. J., 1964, 2, 147-151 It is of some importance that the obstetrician who is supervising the pregnancy of a patient with rhesus isoimmunization should be able to determine the severity of haemolytic disease affecting the infant in utero. At the present time the induction of labour before the expected date of delivery is the only measure which can be routinely offered to such a patient in an attempt to prevent the death of the foetus. Walker and Neligan (1955) considered that 98% of infants born alive with haemolytic disease should survive if the treatment they received was adequate, and in 1958 Walker stated that with adequate care the neonatal mortality should be as low as 6 per 1,000. Unfortunately, a large number of stillbirths occur each year from haemolytic disease-500 in England and Wales (Lancet, 1958 )-and in their series Walker and Murray (1956) reported a stillbirth rate of 10-15%. Tragically, 7 to 80/ of pregnancies in which antibodies had been detected for the first time ended in stillbirth, and it is primarily to prevent these stillbirths that prediction of the severity of the condition is required.
The methods of prediction available include the absolute level of the antibody titre in the maternal blood and the changes in this level, the previous history of the patient with regard to haemolytic disease in her children, the blood group and rhesus genotype of the patient's husband, and radiological examination. As none of these methods was entirely satisfactory, Bevis (1956) investigated the amount of " blood pigment " present in the liquor amnii, obtaining this liquor by inserting a needle through the anterior abdominal wall (Bevis, 1952) . The liquor was then centrifuged and examined in a spectrophotometer, the optical density being plotted against the wavelength at intervals between 360 and 700 m~i. The presence of a " bulge " from the expected " straight line " curve between 400 and 500 m~t indicated whether or not the foetus was affected by haemolytic disease.
Walker (1957) used this test on 74 patients, and his prediction was correct in 91 % of cases provided the test was carried out at 34 weeks and no distinction was made between " unaffected " and " mildly affected " infants. The actual severity of the condition was not predicted, nor was the management stated. Liley (1960) described the results obtained in 200 tests and reported the onset of premature labour in seven patients, and also two foetal deaths as a result of uterine infection. Cary (1960) , McBride (1961) , and Robertson (1961) were all impressed by the ease of " amniocentesis," and considered the procedure to be useful in patients with rhesus isoimmunization. Macbeth and Robertson (1961) found that the height of the optical density indicated the severity of the haemolytic disease in the foetus and indicated the optimum time for the induction of labour. Liley (1961) Sedation was not found to be necessary, but the procedure was explained to the patient and 5 ml. of 10/ Duncaine solution was injected into the skin and subcutaneous tissues at the proposed site of puncture. After insertion of the needle and the withdrawal of 20 ml. of fluid the patient was allowed home.
The liquor was centrifuged slowly at first and then more rapidly for 20 minutes, and then tested in a Unicam SP 500 spectrophotometer. Readings of optical density were taken at 10-mne intervals between 360 and 600 m.t and then every 25 m~t to 700 m~t, and the results plotted on semilogarithmic graph paper.
As Moderately affected.-The infant is affected by haemolytic disease and requires treatment-that is, exchange transfusion-but is not as severely affected as in the " severe " group.
Severely affected.-The infant is serologically affected with a very low cord haemoglobin (under 8.7 g./100 ml.)-anaemia group -or the indirect serum bilirubin rises rapidly, usually more than once, to 20 mg./100 ml. or more, despite exchange transfusionshyperbilirubinaemia group. The infant survives.
Rhesus deaths.-The foetus is stillborn and haemolytic disease is confirmed by post-mortem examination as being the cause of death or a very important factor ; or the child dies in the neonatal period from haemolytic disease or from a cause directly associated with exchange transfusion.
It is difficult to devise a scheme for predicting the severity which takes into account the patient's maturity at delivery, the foetal birth weight, the foetal haemoglobin at birth and subsequently, and changes in the level of serum bilirubin. The scheme described is based on the treatment required by the infant, and although the criteria for exchange transfusion vary from hospital to hospital they are fairly constant in the same hospital.
Determination of Severity from Optical-density Graphs
The severity of haemolytic disease is predicted by examining the optical density between 400 and 500 myt, particularly at 450 m~l. Typical graphs are shown in Fig. 1 . as it was thought that this might eliminate false-positive results. It was sometimes found that the graph of the untreated liquor showed a definite bulge between 400 and 500 m~u, but that this was associated with direct bilirubin only, as is illustrated in Fig. 2 . The bulge between 500 and 600 mix, with a peak at 550 mpt in curve II, indicated direct bilirubin and, as this is minimal in curve IV, it suggests that very little indirect bilirubin is present and that the infant is unaffected. This was found on 21 occasions in 1961 and 1962. On a few occasions the bulge in curve IV has been much greater than expected and has suggested that the infant was more severely affected than calculated from the untreated liquor -curve I. This is illustrated in Fig. 3 .
Eleven patients were thought to have unaffected infants, although this was subsequently proved wrong. In 10 of these the test was performed after 36 weeks owing to errors in calculation on the part of the patients, while in one no explanation was found.
Results
The results obtained are recorded in Table I . Because of the difficulty in interpreting the curve after 35 weeks' gestation, these " late tests " are considered separately. The number of " incorrect" predictions corrected by the diazo test are also shown. (The test has been used whenever possible since 1960.) In Table II the " incorrect " predictions are studied in more detail. In Table III the correct prediction rate in the series is shown to be 86%, while in 1961-62, when the diazo test was used, the predictions were correct in 91 % of cases. The 69% correct prediction rate in the second time-period, without the diazo test, is probably the result of more exact interpretation of the graphs during this time, with a more definite standardization of the indications for treatment of the infant (largely affecting the mildly affected and moderately affected groups). Also, the knowledge that the diazo test had been performed may have influenced the prediction based on the untreated liquor amnii. Comparison of Antibody Titres and Liquor Analysis in Predicting Severity.-It is difficult to assess, in retrospect, the prediction made by studying the antibody titres, but it seems that although the liquor prediction has been correct on 60 occasions when the titres were wrong, the titres were correct 29 times when the liquor was incorrect (the diazo test not being used).
Observations on Liquor Curves of Severely Affected. -No correlation between the optical density and either the haemoglobin or serum bilirubin of the infant at birth could be found, possibly because of the time elapsing between the test and the delivery of the infant. In the severely affected group the curves were found to have certain characteristic features. In the hyperbilirubinaemia group a plateau was found between 410 and 460 mu in many cases, while in nine others a marked hump-peak was found at 410 mMu, in addition to the plateau (Fig. 4) (77) 85 (86) 90 (91) 59 (60) 89 (91) 193 (216) 77 (86) Figures in parentheses represent results after diazo correction.
were no hump-peaks, but two-thirds of the patients had plateaux (Fig. 5) . In nine out of 13 infants dying from haemolytic disease humps and plateaux were found. two of the infants lost were unaffected.
The total foetal mortality in the series was 9%, and the mortality rate from haemolytic disease was 700.
Discussion
The most logical method of obtaining information about a foetus in utero during pregnancy is to examine the foetal tissues themselves or some fluid in close proximity to the foetus. The liquor amnii is such a fluid, and any "excretion products" (Aaro, 1959;  Jacobs, 1959 ; Tovey and Valaes, 1959 ; Wiener, 1959 ; Browne, 1960; Goplerud, 1961 ; Townsend et al., 1961) , and it is generally agreed that immunized patients should be delivered before term. Any procedure which allows a rational timing of induction is of value, and liquor examination would seem to be such a procedure.
Summary
The method of obtaining and testing the amniotic fluid in patients with rhesus isoimmunization is described, with particular reference to a diazo test which is used to determine the presence of indirect bilirubin. The optical density at 450 mju above the baseline is used to predict the severity of haemolytic disease in the foetus, and 193 out of 252 predictions were correct. The diazo test gave the correct result in a further 23 patients. Seventeen infants were lost as a result of haemolytic disease (7%).
It is concluded that liquor examination is of definite value in the prediction of severity of haemolytic disease, and in determining the subsequent management of the patients.
When eczema affects the hands it tends to be disabling as well as uncomfortable; to the patient it is ever before him, inescapable; it embarrasses him because it is so often easily visible to others; and it is common.
The 106 cases of hand eczema which form the basis of this report were in patients seen by me for the first time over a period of 12 months and represent, therefore, about 5% of all patients attending the dermatological out-patient clinic. Even so, they are selected, since they are only those cases where the hands were originally involved and in which the hand lesion was the primary complaint. Other eczemas, where the hands were later involved as a part of a more widespread eruption, have not been included and would, no doubt, have provided a further substantial number. All the patients in the present series were seen, investigated, and treated by me personally with the main object of forming a consistent assessment of causative factors and of the value of treatment. Final review was carried out 18 to 24 months after first attendance; seven failed to report for follow-up.
The group contained 56 men and 50 women, a slight difference of no likely significance. The age at onset (Table I) Clinical Groups Among the whole series it is possible to define certain clinical groups.
Nummular Eczema
The term " nummular " is applied to a type of discoid eczema, usually affecting the backs of the hands and fingers, sometimes the forearms, in which the eczematous areas are well outlined with normal skin between. There were 12 men and four women showing this pattern, one case being possibly atopic. None gave positive reactions to routine patch tests. This group was distinguished by its relatively short duration, often clearing up in the course of some months.
Nickel Allergy
Calnan and Wells (1956) drew attention to the fact that nickel is a very common cause of epidermal allergy in women in the United Kingdom. They pointed out, too, that these patients are prone to hand eczema even after nickel dermatitis has healed and without identifiable continuing contact with nickel. Six women in the present series were of this kind. All of them knew of their proneness to metal rashes and avoided contact with metals. The duration of their hand eczema was from one month to three years, but nickel sensitivity was of many years' duration.
Nickel sensitivity in men is more often occupational, occurring, for example, in electroplaters. Two men in the present group were found on patch-testing to be nickelsensitive; one of these gave a history of a rash beneath a wrist-
